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were as follows: “A newly set-up publication site”
(38.3 %); “Center for Cancer Control and Information
Services web page” (29.8 %); and “MINDS web page”
and “JSCO web page” (both 23.4 %) (Fig. 5). Require-
ments for providing guidelines to the comprehensive pub-
lication site were “Clerical support” (87.2 %) and
“Financial support” (51.1 %) (Fig. 6).

Participation in an organization for collaboration
among academic parties

We have thought all along that a new organization needs to
be established in order to facilitate collaboration among
parties involved in cancer CPG. With regard to participa-
tion in a newly established organization, the responses
were as follows: “Definitely participate” (36.8 %); “Gen-
erally participate” (31.6 %); “Participate if needed”

69

Field Representatives

(17.5 %); “Unwillingly participate” (0 %); and “Prefer not
to participate” (1.8 %) (Fig. 7).

Dissociation of responses between “Presidents
or Chairpersons” and “Field Representatives”

A large dissociation was not observed between the
responses from “Presidents or Chairpersons” and “Field
Representatives”. However, there were slight differences
in responses to questions 13 and 17. For question 13, the
number of responses for “JSCO”, “a newly established
organization” and “MINDS” was almost the same from
“Presidents or Chairpersons”, while “JSCO” had the
largest number of responses from the “Field Representa-
tives” (Fig. 3). For question 17, the number of responses
for “A newly set-up publication site”, “Center for Cancer
Control and Information Services web page” and “MINDS
web page” were almost the same from “Presidents or
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Chairpersons”, while “A newly set-up publication site”
had the largest number of responses from the “Field
Representatives” (Fig. 5).

Discussion

Academic societies develop guidelines in their special
fields with high-level academic policy. They have volun-
tarily engaged in the development of the guidelines as a
social contribution, recognizing this as one of their mis-
sions. However, financial support from public research
funds is thought to be required in order to maintain the
development and publication of cancer CPG because a
disparity in the financial foundation apparently exists
among academic societies. Regarding the question of
financial support, 80.7 % of respondents indicated “Have
partial financial support from public research funds”. The
reason for seeking “partial support” rather than “full
support” may be to maintain autonomy. Most Japanese
CPG are purely based on scientific evidence and so they
differ from the guidelines of the National Institute for
Health and Care Excellence (NICE) in the UK. NICE
guidelines are developed based on cost—effectiveness in
addition to evidence and consequently reflect national
policies [2].

As for the desirable flow of public research funds, many
respondents replied that those funds should be distributed
to each academic society through a third-party organiza-
tion. Concerning a third-party organization, more than half
of the respondents answered that JSCO would be appro-
priate. JSCO is a multidisciplinary academic society of
oncology and its membership concurrently belongs to
many specialized societies for various cancers. In
2006-2007, JSCO participated in a research program fun-
ded by the Health and Labour Sciences Research Grant as
the secretariat for developing and publishing guidelines for
seven sites of cancers. Subsequently, JSCO has collabo-
rated with various academic societies, and the JSCO
Cancer Guidelines Evaluation Committee has evaluated
guidelines submitted from these societies [3]. Through this
experience, JSCO has become familiar with the inner
workings of each academic society and possesses com-
prehensive coordination skills. These JSCO characteristics
may be the reason respondents suggested JSCO as a suit-
able third-party organization to distribute public research
funds. Another reason may be that JSCO, unlike MINDS
and the Center for Cancer Control and Information Ser-
vices, is a purely academic organization and independent
of national policies.

As for the publication of cancer CPG, over 80 % of
respondents selected “Necessary” for a comprehensive site
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like NCCN, where CPG for various cancers are consolidated.
Concentrating all cancer CPG at one site can accomplish the
following: (1) improvement of the convenience of access for
cancer CPG; (2) standardization of the guideline formats;
and (3) regular updating of cancer CPG. As for the setting up
of the comprehensive site, the highest number of respondents
answered “A newly set-up publication site”; however, there
were no answers which reached 50 %. Limited to the
“Presidents and Chairpersons”, the numbers of responses for
“A newly set-up publication site”, “Center for Cancer
Control and Information Services web page” and “MINDS
web page” were almost the same. At this time, opinions are
obviously divided.

If the comprehensive publication site is established,
most of the academic societies will need clerical and
financial support as a requirement for providing guidelines.
Consequently, the organization responsible for the man-
agement of the comprehensive publication site has to meet
these requirements. We have to arrange where the com-
prehensive site should be set up to take account of the
description above.

Concerning answers for participation in an organization
to facilitate collaboration among parties involved in cancer
CPG, 86.0 % of respondents replied “Definitely partici-
pate” or “Generally participate” or “Participate if nee-
ded”. This result may reflect the fact that academic
societies: (1) currently face difficulty in grasping the entire
structure of a project that aims to develop and publish the
guidelines; and (2) need regulations for providing guide-
lines and the flow of funds. Based on our findings in this
study, we propose that the public research funds be col-
lected initially in one organization and distributed to each
academic society appropriately, and then that the societies
provide their guidelines for a comprehensive publication
site. Additionally, the establishment of a new external
organization is desired in order to facilitate collaboration
among the various parties. We suggest the flow of public
funds and process for providing guidelines shown in
Figs. 8 and 9. In this paper, we call the organization
responsible for collecting both public research funds and
guidelines the “Japan Comprehensive Cancer Network
(JCCN)” and the external organization responsible for
facilitating collaboration among the various parties the
“Japan Cancer Clinical Practice Guideline Steering Com-
mittee (JCPG-SC)”. An overview of the details follows:

Appropriate collection and distribution of public
research funds (Fig. 8)

To distribute financial support in the right amount and at the
right time, it is necessary to grasp the progress status of
development, updating, and publication of guidelines for



Int J Clin Oncol (2014) 19:771-778

Fig. 8 Flow of public research
funds for developing cancer
clinical practice guidelines
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each type of cancer while understanding the inner workings
of each individual academic society. Public research funds
have been distributed for guidelines for each type of cancer
directly from the public sector but this may not be ideally
efficient because public sector institutions need to keep track
of the progress status in the development of each guideline
every fiscal year. Moreover, academic societies have to
handle the administrative process themselves. We believe
that the ideal structure would be to collect public research
funds at JCCN and subsequently distribute them to each
academic society, considering the current state of guideline
development. This structure will allow each academic
society to receive the right amount of funds at the right time.

LA

Concentration of guidelines and consolidation
of the publication site (Fig. 9)

Many guidelines for various types of cancers are posted on
the JSCO and MINDS websites. However, theses web sites
cannot be called comprehensive sites because neither JISCO
or MINDS website has all-cancer CPG. Furthermore, the
irregular updating of cancer CPG may cause confusion for
the end users. Therefore, the most effective action is to
amalgamate the latest version of all-cancer CPG and con-
solidate the publication site into JCCN. This will allow the
establishment of a convenient and highly reliable com-
prehensive publication site for cancer CPG.
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Obligations of the Japan Comprehensive Cancer
Network (JCCN)

Obligations of the JCCN are as follows: (1) to keep track of
the inner workings of each academic society, including
clerical ability and financial foundation; (2) to grasp the
progress status of guideline development and publication;
and (3) to distribute the right amount of financial support to
each academic society. JCCN will also be expected to
manage the comprehensive publication site for cancer
CPG. From the perspective that the guidelines be devel-
oped based on evidence, JCCN should ideally be a purely
academic organization independent of the public sector. In
future, we need to hold discussions focused on whether to
establish JCCN as a completely new organization or entrust
these tasks to a pre-existing academic organization.

Establishment of an external organization to evaluate
and direct JCCN (Figs. 8, 9)

Collection of research funds and concentration of cancer
CPG at JCCN will improve the efficiency of administrative
management. Subsequently, objective evaluation and
direction will be needed in terms of the following: (1)
fairness in fund distribution and management; and (2)
convenience and reliability of the publication site. Conse-
quently, it is necessary to establish a new external orga-
nization, JCPG-SC, which has these roles. We propose that
JCPG-SC be composed of representatives from academic
societies, the Center for Cancer Control and Information
Services, JSCO and MINDS, as well as experts dealing
with the development of cancer CPG. JCCN has the obli-
gation to report their undertaking to JCPG-SC, while at the
same time JCPG-SC has the responsibility to evaluate and
direct the management of JCCN.

Conclusion
A new organizational structure is proposed in this paper in

order to facilitate the continuous development and publi-
cation of cancer CPG. We believe this structure enables the
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distribution of appropriate financial support and makes
possible the establishment of a highly convenient com-
prehensive publication site.
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Abstract

Background 1In 2010, the Japanese Society of Thyroid
Surgeons (JSTS) and Japanese Association of Endocrine
Surgeons (JAES) established new guidelines entitled
“Treatment of Thyroid Tumors.” Since then, several new
studies, including those that address the treatment of dif-
ferentiated thyroid carcinoma (DTC) have been published,
and the DTC treatment policy not only of Japanese phy-
sicians but those in Western countries has continued to
evolve.

Methods We selected six clinical questions regarding the
treatment of DTC and revisited them based on newly
published data from Western countries and Japan.
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Results More data have accumulated about treatment of
low-risk papillary microcarcinoma. It has become clear
that conservative treatment (observation) of low-risk pap-
illary microcarcinoma in elderly patients is an acceptable
alternative to immediate surgery. Total thyroidectomy
versus hemithyroidectomy for low-risk papillary thyroid
carcinoma (PTC) has become an important issue, and some
publications after 2010 indicated that hemithyroidectomy
is adequate for these low-risk patients. Unfortunately, no
published manuscripts on prophylactic central node dis-
section offered good evidence regarding its indications or
included a large number of patients. Also, it was not evi-
dent that prophylactic lateral node dissection improves
cause-specific survival, although it might reduce lymph
node recurrence especially in PTC patients with large
tumors, distant metastases, or clinical central node
metastases. Although completion total thyroidectomy was
not recommended for minimally invasive follicular thyroid
carcinoma in our guidelines, it may be better to perform it
in elderly patients and those with a large tumor or exten-
sive vascular invasion. Radioactive iodine (RAI) ablation
after total thyroidectomy is still performed almost rou-
tinely in many Western institutions, although recent studies
showed that ablation is not beneficial in low-risk patients.
In Japan, because of legal restrictions, most patients did
not undergo RAI ablation, and their prognoses are
excellent.

Conclusions Recently, policy for treating DTCs has
changed not only in Western countries but also in Japan,
resulting in a gradual move toward consensus between
Western practice and ours. We will continue to present the
best treatments for patients with thyroid carcinoma each
time we revise our guidelines.
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Introduction

In 2010, the Japanese Society of Thyroid Surgeons (JSTS)
and Japanese Association of Endocrine Surgeons (JAES)
newly established “Treatment of Thyroid Tumor” guide-
lines. In addition, an English version and an extract of the
guidelines for treating differentiated thyroid carcinoma
(DTC) were published [1, 2]. The treatment strategies used
in Japan for DTC have differed markedly from those in
Western countries. Most Western institutions still perform
total thyroidectomy followed by radioactive iodine (RAI)
ablation regardless of the degree of progression. In Japan,
we do not routinely perform total thyroidectomy, and
routine RAI ablation is not possible because of legal
restrictions. Despite these differences, the prognosis for
Japanese patients with DTC is excellent.

It is true that some Japanese surgeons are not familiar
with the concept of evidence-based standard therapy for
thyroid surgery. Therefore, the goals of the new DTC
guidelines are to unify standard treatments for thyroid
tumor (especially thyroid carcinoma), educate Japanese
surgeons about these standard treatments, and more
importantly distribute information about our successful
treatment outcomes to the world. We also introduced an
observation guide for low-risk papillary microcarcinoma
(PMC), which is papillary thyroid carcinoma (PTC) mea-
suring <1 cm). In Japan, PMCs are treated by a method
that is not yet performed in other countries.

Nearly 4 years have passed since our new guidelines
were published, and the attitudes of both Western and
Japanese surgeons and endocrinologists have changed by
degrees since then. In Japan, RAI ablation using 30 mCi is
permitted in outpatient clinics, and recombinant human
thyroid stimulating hormone (thTSH) is currently an option
for use with RAI ablation. In contrast, as we discuss later,
some Western endocrine surgeons and endocrinologists
have expressed doubts about their standard therapy for
DTC (i.e., routine total thyroidectomy with RAI ablation).

In this review, we revisit the 2010 JSTS/JAES guidelines,
take up matters of special importance, and consider whether
and how the wording of the guidelines should be changed in
light of recent findings. We also introduce new knowledge
from Western countries and Japan published after the
guidelines’ debut, to consider whether and how the treatment
guidelines should change on a worldwide scale. We describe
some of these changes in the form of clinical questions (CQ).

Can simple observation be used for low-risk PMC?
(€CQ20)

“Low-risk” indicates the lack of distant metastases (M1 in
the TNM classification), clinical node metastases (N1), and

87

Table 1 Outcomes of low-risk PMC patients under observation in
two studies: Sugitani et al. [3] and Ito et al. [6, 19, 45]

Study No. of Patients’ outcomes
patients
Sugitani 230 (300 1. Altogether, 22 (7 %) lesions had
[31 lesions) increased in size after 1-17 years of
observation
2. Three patients (1 %) developed apparent
lymph node metastasis
3. None of the patients showed distant
recurrence or died of carcinoma
Ito [6] 1,235 1. Altogether, 58 (4.6 %) lesions had

increased in size after 1.5-19 years of
observation

2. Overall, 19 (1.5 %) patients showed a
new appearance of node metastasis

3. Carcinoma was less progressive in the old
(=60 years) patients

4. The 10-year rates of size enlargement and
new node appearance rates were 8.0 and
3.8 %, respectively

5. None of the patients showed distant
recurrence or died of PTC

PMC papillary microcarcinoma, PTC papillary thyroid carcinoma

symptomatic manifestations (T4a) (e.g., recurrent laryngeal
nerve paralysis) based on preoperative findings. To date,
two institutions in Japan have actively performed obser-
vation for low-risk PMC, with favorable outcomes [3, 4].
The procedure was adopted and included in the 2010
guidelines based on their achievements. Since then, two
additional manuscripts have been published from these
institutions: Sugitani et al. [5] demonstrated the lack of a
relation between thyroid-stimulating hormone (TSH) and
PMC progression. Ito et al. [6] investigated the natural
course of 1,235 cases of PMC. They found that PMCs were
most likely to progress in young patients (<40 years), and
the PMCs in those aged >60 years were mostly stable. The
multivariate analysis in that study revealed that young age
is an independent predictor of PMC progression [6].
These findings indicated that low-risk PMCs in old
patients are the best candidates for observation. Interest-
ingly, this observation-only concept is in sharp contrast
with the fact that old age is one of the most significant
prognostic factors for carcinoma-caused death [7]. The
most important point here is that, as of this moment at both
of the above-mentioned institutions, none of the patients
has shown distant metastases or died of PTC during
observation or after surgery that was conducted when a
progression sign such as size enlargement and/or novel
appearance of node metastasis was detected. Therefore,
observation without immediate surgery can be a good
alternative in low-risk PMC cases. The recent results of the

@ Springer
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two institutions regarding low-risk PMC observation are
summarized in Table 1.

In some Western countries, ultrasonography is costly,
and repeated visits to thyroid specialist clinics are difficult
for some patients because of the distance (there are rela-
tively few of these clinics). Another problem is that the
ethics committees of individual hospitals may not allow
physicians to implement observation alone in light of the
perceived risk. These various circumstances might prevent
this strategy from spreading to other countries and even to
many institutions in Japan.

At least in Japan, however, we have accumulated data
over a two-decade span for a large number of patients.
Fortunately, ultrasonography has been economical at these
facilities. Based on their successful outcomes, we can
recommend observation by ultrasonography without
immediate surgery to patients as a dominant alternative to
low-risk PMC therapy. We have found that this strategy is
beneficial for many patients and hope that it will be
adopted worldwide in the near future.

As thyroid carcinoma was found in 3.5 % of otherwise
healthy women by ultrasonography [8], surgery for all low-
risk PMC patients is definitely overtreatment. Also, a
policy of surgery for all such patients would soon exceed
the capacity of thyroid surgeons when mass screenings by
thyroid ultrasonography become more common. It is time
for all endocrinologists and endocrine surgeons around the
world to seriously reconsider whether all incidentally
detected (by ultrasonography) PMCs should be treated
surgically based on the data presented here.

What are the indications for total thyroidectomy
from the aspect of improving the prognesis of PTC
patients? (CQ17)

In the 2010 JSTS/JAES guidelines, total thyroidectomy
was strongly or moderately recommended for PTC patients
with tumors >4 cm, clinical node metastasis (N1), distant
metastasis (M1), or extrathyroid extension (Ex) to the
trachea or esophagus. These indications are much narrower
than those in Western guidelines such as those issued by
the American Thyroid Association (ATA) [9], British
Thyroid Association (BTA) [10], National Comprehensive
Cancer Network (NCCN) in the United States [11], and the
American  Association of Clinical Endocrinologists
(AACE)/American Association of Endocrine Surgeons
(AAES) [12]. A revised version of the German Association
of Endocrine Surgeons (GAES) practice guideline was
recently published [13], in which routine total thyroidec-
tomy is described as warranted for PTCs >10 mm.

Ito et al. [14] demonstrated that in a series of 2,638
patients with solitary TINOMO PTCs the 10-year disease-
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Table 2 Prognosis for patients with NOMOEx(—) and T < 4 cm
lesions: Ito et al. [7, 15] and Matsuzu et al. [16]

Study No. of patients Median Outcomes
follow-up
period
(years)
Ito [15] 2591 (T < 2cm): 105 The 10-year LN-RFS
1,561 (60 %) and DRFS rates of

underwent limited
thyroidectomy and

1,123 (2.1-4.0 cm):

T < 2 cm were
98.1 and 99.6 %,
respectively. Those

622 (48 %) of tumors
underwent limited 2.1-4.0 cm were
thyroidectomy 95.2 aqd 98.4 %,
respectively. To
date, only 4
patients (0.1 %)
died of PTC.
Matsuzu 381 (<45 years): all  17.6 The 25-year LN-
[16] underwent RFS, DRFS, and
lobectomy CSS rates were
92.5, 99.6, and
100 %,
respectively

Ex extrathyroid extension, LN-RFS lymph node recurrence-free sur-
vival, DRFS distant recurrence-free survival, CSS cause-specific
survival

free survival (DFS) rate was very high, at 97 %, and only
0.4 and 0.2 % of patients showed a distant recurrence and
died of PTC, respectively. They also showed that the
prognosis of T1b cases (tumor size 1.1-2.0 cm) did not
differ from that of Tla cases (size < 1 cm) [14]. In addi-
tion, in a series of NOMOEx(—) patients, the 10-year distant
recurrence-free survival rates were 0.4 % for tumors
<2 cm, 1.6 % for those 2.1-4.0 cm, and 3.4 % for those
>4.0 cm [15].These numbers indicate that such “otherwise
low-risk patients” do not frequently show distant recur-
rence requiring RAI therapy. Therefore, although the dis-
tant recurrence rates increased with tumor size, total
thyroidectomy might not be mandatory for these patients.

More recently, Matsuzu et al. [16] investigated the
prognosis of 1,088 PTC patients who underwent lobectomy
and were followed up for a median of 17.6 years. They
demonstrated that none of the patients without the four risk
factors (age > 45 years, tumor size > 4 cm, presence of
clinical node metastasis [N1], and extrathyroid extension
died of PTC, whereas the 22 patients who died of PTC
were positive for one or more of these four factors. Those
authors thus concluded that lobectomy is a valid alternative
to total thyroidectomy for treating PTC patients who are
<45 years with tumors measuring <4 cm and a lack of
both clinical node metastasis and extrathyroid extension.
Table 2 summarizes the prognosis of the NOMOEx(—)
patients in these two recent studies.



